Negatively charged liposomes inhibit tyrosine phosphorylation of 41-kDa protein in murine macrophages stimulated with LPS.
Examination was made of the mechanism of the inhibitory effects of liposomes on NO production using thioglycollate-induced mouse peritoneal macrophages stimulated by LPS. NO production was inhibited dose dependently by negatively charged liposomes containing phosphatidylserine (PS-liposomes) but not neutral liposomes composed with phosphatidylcholine. To clarify this mechanism, the effect of liposomes on protein tyrosine phosphorylation was investigated by Western blot analysis, and tyrosine phosphorylation of protein with 41 kDa was inhibited by PS-liposomes dose dependently. NO production and tyrosine phosphorylation of p41 were also inhibited by herbimycin A, a tyrosine kinase inhibitor. TNF-alpha production was also inhibited by PS-liposomes. The inhibition of tyrosine phosphorylation of protein with 41 kDa by PS-liposomes may thus lead to the suppression on NO and TNF-alpha productions from macrophages stimulated by LPS.